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m m m 

[oooi] *mmt±. ^asrp«f-T5*fbv^«fe. m^mnmmmmmmmmtmtti 



[0002] i. wm^mwk 



mm<D— oteTflM&tfSfcSo T«te^ULTCD4&§tt(D— /W?— T«£CD8&§ 

^mi^Mir^^^m^mM^h(Dx^\ tmv^/w^i ^xh 

central tolerance) Wtf^JMi-^t £ i BS^ttT&fflfl&^n— >-<D^^(D^« 
(Kisielow, P.et al., 1988. Nature. 333:742-746.) „ fl2>'%t£Mffifl& (peripheral 
tolerance) t^if^itiaS g BH^ttT*fflJiS(7)^llli^-eo$lJ^l-e^ 0 

^Bia^(Df|^^«g B^J®^^i-S^j^^tt(anergy)(Df|ag(Rocha ) B., 
and H. von Boehmer. 1991. Science. 251:1225-1228.; Jenkins, M.K., and R. H. 
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Schwartz. 1987. J. Exp. Med. 165:302-319.) b&K, fflffi&Tfflfa (regulatory T cell 
) KkZffim&JteftlfflMWiShevach, EM. 2000. Annu. Rev. Immunol. 18:423-449. 

33\^Xh^<<DmWnft&Z>tZSX&Z> 0 ^(DXyteMW&TmKftmn vitro^fctein 
vivo^^VNT#^(7)^Sj^^^$iJ^fc«|ififii-^tg^«^^^LT^$ 

fTO^«^if{-J:o-C, a^OlBIS^ffl^lg^tt-CV^CRoncarolo, M.G., and 
M.K. Levings. 2000. Curr. Opinion. Immunol. 12:676-683.) 0 

[0003] ^rih<Dmw\^Tmm(D^x^^hx<m^rix^^mmMmn, j^t^^ 
cDmmwM^hcm^^ rt6.i^ (^yh<D)$mTiffli&<D±^ftKmm.) 

, CD5$&G§t£, *fc{*CD45RB^^tt(^^)^b<»CD45RC^^tt(^h)^*0 

^mmbvxmnmm^Mm^mmm^ cd4, cd25#™^&3t«^ii 

ffl^|^^TM(D^— ^*9#S^^^^i^§^Mofc(Sakaguchi, S., et 
al., 1985. J. Exp. Med. 161:72; Itoh, M., et al., 1999. J. Immunol. 162:5317-5326; 
Sakaguchi. S.et al., 1995. J. Immunol. 155:1151-1164; Asano, M. et al., 1996. J. 
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Exp. Med. 184:387-396; Read, S.et al., 2000. J. Exp. Med. 192:295-302; Salomon, 
B. et al., 2000. Immunity. 12:431-440; Stephens, L. A., and D. Mason. 2000. J. 
Immunol. 165:3105-31 10.) 0 
[0004] ±.m<DX^)\Z.^^idXX^^yh^\^X, CD4^ttCD25^tt(D^ttT«^|^) 

£>*n £thfc (Jonuleit, H.et al., 2001. J. Exp. Med. 193:1285-1294; Levings, M. K. 
et al., 2001. J. Exp. Med. 193:1295-1301; Dieckmann, D. et al., 2001. J. Exp. 
Med. 193:1303-1310; Taama, L. S. et al., 2001. Eur. J. Immunol. 31:1122-1131; 
Stephens, L. A. et al., 2001. Eur. J. Immunol. 31:1247-1245; Baecher- Allan, C. et 
al., 2001. J. Immunol. 167:1245-1253.) Q rtl^CDfg^f^ ^^XjmhthXi^CDA 

^8l$^tfcCD4|^ttCD25|^ttT|0Jia«, CD45RO|?itt<D^IJ— TM^— & 

%m^xm. cmws\^cmbm^mmti^m^xHhA-^Rt^(Dmmt^— 

allogeneic mature DC) fC«t5#!l^Jfcif-t?« % DNA^^fe X.X3^-^Y^^<DM^E\±^ 

^^S(anergy) ^oTV^ 0 CD4^ttCD25^tt|ififittT^J^«, ^tCDS^^ 
CD28^l#:(^Px.-CIL-2. IL-4. lL-15f£b*<Dy-4b%-{>^£%% m^WK.^tX\ 
^(DDNA^fgfi^^^^i^ CD4m^CD25m^TMM(D^:ma^Ri^^\ CD4 
Wi&CD25mm%nV£Tmmi?$ETX\ CD4^ttCD25^ttT^^^CD3fei:#:* 
tcfemM^^<Df&%&ffliyt'M%& (allogeneic mature DC) \Z ^oXMWi\^tM^ . CD4 
|^ttCD25^tt|S^ttT^JiS##^T^^^l:bKL-CCD4^ttCD25^tt|^fiRtt 

Tmmmmm^^xc\)A^^cD2^mnjmm(Dmmnm{¥mi>m^hfi^o 
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CD4^ttCD25^ttMittT«te, IL-10. TGF- j3 l<Z)J;5&*flf&Jt£tf>lM'MMV 

[0005] ^^feit^tM^VvT, IL-10#^T"C<^ 1*1 M^^(D (allogeneic) tfiWMWt^ 
mWM^<D3z)&M1MytM& (allogeneic immature DC) ^£»«95EU£ Ijftuiot 
^2§$tt^|^SPttT|BJ|^ 1 b|g J S : $tL'CV^§(Groux, H. et al., 1997. Nature. 
389:737-742; Jonuleit, H. et al., 2000. J. Exp. Med. 192: 1213-1222.) 0 $^>^ &5 
«(D^/V^(Dentry^^*fcfiM^tt^^fl!IJi-S^^I6^^fe§CD46^CD3i! 

i^xTmrn^mm^tim^; mmm-mm^mm^rb^t^m^h^ (Kemper, c. 

et al., 2003. Nature. 421:388-392; Wakkach, A. et al., 2001. 167:3107-3113) o 
h<D^mt, Thl, Th2'm^t^^ v )±M(DlL-10^M^ir^CO(D, TGF- (3 1 N 
IFN-y , IL-5(D^^i«#<7fe<, {glx-</KDIL-2£gg£U IL-4^jSt£U£V ^£ 
^#m^LT*D*9, Trim%&tm^fLX\s^ 0 Trl^M>CD4|§t£CD25^ttM®ittT 
^IS^|W|#^anergic-efe§^ N T|BIS^ffilJ^«tt, t M^-T^IL-IO^TGF- £ lfcl 

£0JH£#<5rSfr5£.£fc£<5V^-C\ tBW^£B^&5i&4>U'LfcV\ Vd*Vfc&^ Trim 

mtcD4m¥kcD25m^MM^Tmmt^^<m^Tmm^±^bxh^m\ * 

[0006] ^©i, thTiBJ3a^jfe^rt^M^S*bf^^rt^T^»^i-§^^ia 

^~tZ>^/W—J-?l'5jiW-X&>Z>4C% mAb (Masuyama, J. et al., 1999. J. Exp. Med., 
189:979-990)(Dfffc^f^^L-C|^^ttTlBJ3afl^^fR^$^c (Masuyama, J. 
et al., 2002. J. Immunol. 169:3710-3716; #182003-102471) c tfiCD3#ii$ 
(OKT3)i:4C8 mAbb<D\ft^mWLK£yfe&<itl,tdtoti&*K in vitrofcSSl v-OKlJ^n— 
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[0007] ^VX&£X$7vhfc&\<^X&btlX\/^MW\£TimR&~?-- X&ZCDA, CD25 

(D$m&mw±\^x \ wcm^xhmnskf£t^hcD4m^ cD25&§tt<z>TM&- 
[0008] i^sfittT^a^^, mmmm^Air^biz.^x s a^^^m ( s b^sm 

;*CJ§§2&) ^WffjlJW^#!)<^i(Kohm, A. P. et al., 2002. J. Immunol. 
169:4712-4716; Mottet, C, et al., 2003. J. Immunol. 170:3939-3943) „ t£hT$K& 
WMWi&fo (HvG) *5 «fc Xf&fcftlS&fe^m (GvHD) fcl^ffilJftfcflK££:(Hara, M. et 
al., 2001. J. Immunol. 166:3789-3796; van Maurik, A. et al., 2002. J. Immunol. 
169:5401-5404; Taylor, P. A. et al., 2001. J. Exp. Med. 193:1311-1317; Taylor, P. 
A. et al., 2002. Blood. 99:3493-3499; Edinger, M. et al., 2003. Nature Med. 
9:1144-1150; Trenado, A. 2003. J. Clin. Invest. 112:1688-1696) ^^^otl^ a b 

[0009] 2. GPIT^fr— g£W 

xm^m^^x\^mmmmb, mn^x'om&M^mm^ti, mm^m^ 
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IfP^SrT^— b\^Xfflz:1&&LX\*Z&<D&3b2>o GPlT>-#— ®6SC( 

Glycosylphosphatidylinositol anchored protein) tt^k^KM^, W SKCOC^^R^ 

(DmW <Dm7k^ft&j\-\^Xmc^VX\ V5 e ^tV^-e#^$tVTV ^GPIT^Z 

^m^oXV^mm^&K, 1999. M&fC$M$it. 44:1321-1328) 0 — 
M<7>GPlT^%—m&Wte7j®J&Kh : %^X$o<9, Z.fhh(DGY>\T^J]— I&W 
Iffll^cO^tt^^S-^-i-^i^^fg^^tt-CV^CHorejsi, V. et al., 1998. Immunol. 
Letter. 63:63-73; Loertscher, R. and Lavery, P. 2002. Transplant Immunol. 9:93-96 

) 0 TmmcDmmkKm j *~r%bm j ^£fcx^^GPiT^%— s&im, ^y^xn. 

Thy-l (Kroczek, R.A. et al., 1986. J.Immunol. 136:4379-4384), Ly-6(Malek, T.R. 
et al., 1986. J. Exp. Med., 164:709-722), Qa-2(Hahn, A.B. et al., 1989. J. 
Immunol. 143:407-413), *5J:I^CD48 (Kato, K. et al., 1992. J. Exp. Med. 176: 
1241-1249), th"CttCD52 (Valentin, H. et al., 1992. transplantation. 54:97-104; 
Rowan, W.C. 1995. Int. Immunol. 7:69-77), CD55 (Davis, L.S. et al., 1988. J. 
Immunol. 141:2246-2252; Shenoy-Scaria, A. M. et al., 1992. J. Immunol. 
149:3535-3541), CD59(Korty, P.E. et al., 1991. J. Immunol. 146:4092-4098), 
CD73 (Thompson, L.F. et al., 1989. J. Immunol. 143:1815-1821) , BY55/CD160( 
Nikolova, M et al., 2002. Int. Immunol. 14:445-451), *5 j;U ? CD48 (Stefanov, I. et 
al., 1991. Science 254: 1016-1019, Stulnig, T. M. et al., 1997. J. Biol. Chem. 272: 
19242-19247) f£¥fc&% 0 GPIT^— ® SJftellipid raftbm^frl&^^=? 

V^(Varma, R. and Mayor, S. 1998. Nature. 394:798-801; Friedrichson, T. and 
Kurzchalia, T. V. 1998. Nature. 394:802-805) 0 T^aj^mi^#^i-§lipid raftfi, 

rmm^mfc (tcr) <D^i-M^m\c^d\ ^xm^m^^x\ ^ t^m^ti 

TV ^ (Xavier, R. et al., 1998. Immunity. 8:723-732; Montixi, C. et al., 1998. 
EMBO J. 17:5334-5348; Brdicka, T. et al., 1998. Biochem. Biophys. Res. Commun. 
248:356-360; Kosugi, A. et al., 1999. Int. Immunol. 11:1395-1401; Zhang, W. et 
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al., 1998. Immunity. 9:239-246; 2001. H#E^(lf TO). 19:94-101) „ CD3 

-i-^yfte&fclcXQ ^ TCRfiK lipid raft(D*BJ3SrtK^^^#^bTV^5src 7tVJ — 

v-^^-/V^s^b-CV^^#X.fetl,"CV^(Horejsi, V. et al., 1999. Immunol. Today. 
20:356-361; Simons, K. and Toomre, D. 2000. Nature Reviews Mol. Cell Biol. 
1:31-39; Cherukuri, A. et al., 2001. Immunity. 14:657-660) 0 ^BlSftK^f^^fd 

(Horejsi, V. et al., 1998. Immunology Letters. 63:63-73; 
Loertscher, R. and Lavery, P. 2002. Transplant Immunol. 9:93-96) 0 "ic7c N GPIT^ 

\^^(DXW^^t^K.htlX\^(Hale, G. 2001. Cytotherapy. 3:137-143) 0 

, gpit^— seic^u^taot, y^iMb&)h^^/H£3&H^fc# 

ifitt^^V^^^^^^fbTV^CRosemarie, A, et al., 2000. Int. Immunol. 
12:505-516; Tosello, A. et al., 1998. J. Mamma. 48: 13-27) 0 TCR$lJ^±|^|0#^GPI 

+^#x.W5/^ GPIT^#— fi&S^UfcV^/WEJ;^ T3MJI&&>£>!WM4 

[0010] 3. CD59^tTM 

CD59»^)20kDa(DGPIT^— S fi®~efo*9, fllatW^ttLye^T^y— j!lJRbT*5 

«9, lk«^^^^#^la^m-e^^i 1 bTv^§ 0 cD59te, iM^iot* 

% 0 z.ti\z.£v, mmm±x(Dmmm^m^^^mmu mw-m-^mm^h 

^(D^gSf^ffi^J;^^^(D|^^^ne>ttTV^(Lovelan, B. 2002. "CD59" in 
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Leukocyte Typing VII, Oxford University Press:807-809) o 

[001 1] TmB&<Dm&4tK38\t mmxwm^mmt^f^ ^\&m mopma-c 
i^mu Tm^mmt-mm^^t^m^nx^^iKorty, p.e. et ai., 1991. 

J. Immunol. 146:4092-4098) 0 fcfcU CD59(D@iJf IJ^^J:^T|fflJ^<Z)^fg^(D^# 

tzmhfrte£tvx\^\ 

[0012] 4. CD55jrL)K 

CD55te^70kDa<DGPIT^#— S Jf JfclK^^t^#<^#-frl^"ej£<^ 

j$&mw~r%m\ c3bBbtc4b2 a tKm^xc3^mm(D^m^Mu Wfc 
mmmj-tvxffifozk ^x^mm^hmm^m^x\ ^z.t$mbtbx\, ^ ( 

Lovelan, B. 2002. "CD55" in Leukocyte Typing VII, Oxford University 
Press : 804-805) o 

[0013] T^M^l^m. fliKDGPIT^— W. &ff ^Sfc CD59£ilg(Z>^n;*y^ 

k x^xwmmti.xi^m-r^t^brix^ ^ c mmxnTmrn^mmtv^ ^ 

iSffli»PMA^flJ^i-§|^^^CD55^L#:^fflV>-CCD55^n^y^i-§i^-e 
CD4|^ttT|HJiS*5j;tFCD8^ttT|0J!^^ii^t$-t±-§ (Davis, L.S. et al., 1988. J. 
Immunol. 141:2246-2252) Q ^(DCD55^J:§giJf iJ^^*dV>TGPIT>-^7— 
^^^^-Cfe«9. CD55^GPIT^— -e«^<CD46(DlHMiaK^-r^i:^$^c^ 

£>;fbTV ^(Shenoy-Scaria, A. M. et al., 1992. J. Immunol. 149:3535-3541) 0 fcfcU, 

o 

[0014] 5. CD48jrLM 

CD48^45kDa(DGPIT^— W.&'KX&K). ^i^P^D^-^-yT^-l:! 

*V5 Q ^r>^'e{iCD48«CD2^|§^i-^r^-e^BJ3a^*^Pt?§* : ^^qe ) tV'CV ^ 
ZtiK thXfeCD48bCD2(DT74^"T4fe}mKi&\,\ ^Bkomm^^^X^ 
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V>5(Lo, M.F., Sandrin, M. 2002. "CD48" in Leukocyte Typing VII, Oxford 
University Press:797-798) G 
[001 5] iZ.m^i~^CD48(DBmM^t^X(Dm^ ^^^Xm^M^-bflX^d «9 

M%&<7)^M&JL1&i-& (Kato, K. et al., 1992. J. Exp. Med. 176:1241-1249) ^ 
CD48<Dy^VK^§CD2^h^^^^^hL^fetJ®#^|0Jja-ef*T^aWli#fg^ 

JCMirZ) r. t (Moran, M. et al., 1998. Immunity 9:787-796), 3;fcCD2<£>M'n lZ.£Z> 
CD48^^(Z)giJflJ^^^JJ^f^^|^T|0JiS^fl^^M^-efc5^^(Musgrave, B. L. et 
al., 2003. J. Interferon Cytokine Res. 23:67-81) ^^$g^$^TV^ 0 tMItt 
te$o\^Xh, te^GPIT^— m Sff IHtli^ ^CD48^L#:-eCD48^n^y^i-§ 
MJ3^rt^^/V^fiK(D^nv^^!;^^b(^/Lii(Stefanov, I. et al., 1991. 
Science 254:1016-1019) ^lHJ!&ft#/V^i^S<Di2# (Stulnig, T. M. et al., 
1997. J. Biol. Chem.272: 19242-19247) &&Z.&Z.b&%nhtlX\s^ 0 fcfcU CD48giJ 

#fF^Ci)tl : SHI^Illl W099/12972-*§-<k$g 
#f^fifc2 : #fF^$g #^^P2- 503514 
##fF;£ikl:Masuyama, J.h, (2002) J. Immunol., 169, 3710 
##fTJCifc2:Hale, G.h, (1983) Blood, 62, 873 
##fF3Cife3 : Xia, M. Q.b, (1991) European J. Immunol., 21,1677 
##fF;£ife4 : Kirchhoff, Ch, (1993) Molecular Reproduction and Development, 34, 
8 

##l^ft^5 : Pangolis GA£>. (2001) Medical Oncology, 18, 99 
##W^Cife6 : Hederere RA£>, (2000) International Immunology, 12, 505 
##fF;£ifc7 : Valentin Hb, (1992) Transplantation, 54, 97 
##f^^Cife8 : Rowan WCfe, (1994) International Immunology, 7, 69 
##fr3C&fc9 : KirchhoflF Cb, (2001) Cells Tissues Organs, 168, 93 
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[0016] ^mm fbmmwt t^-tzmmmmm, mmwmmm&mm'f&jffe. 



»ti#t^g &0tirZ) o MtfcfafctZ* CD59, CD55 



5. 



[ooi7] ^mm^-hfe, cD52KMir%ttfc^mmmmm^m^te£Wttife 



§- WO2004/087210(#JK2003-95765, 
S2003-413786)) o MttTMcD^bfl^^oV^^^itfe^^-es 

Tmm^mtKm^xmmwcti.xi / fm-r^GPiT^—m&n(m^ 

CD59, CD55:JoitK:D48) KMTr&ffim^ TlmJ&CDlfe^k&ji'L'X, CD52^*H~ 



[ooi8] gpit^#— m&Kfrb(Dmmwc&^xTmm&femk-t%-tiz.£V)^ mwvtT 

SCi-!i-t-3£nJi^'bte^<^ S'J-e^^^ofc 0 bfc^oT, gpit^#— 

\z.mmx^m^>o 

[0019] i"^^,^:^M«i^T®M«9-efc^: 
1. 



2. _hfEGPiT^— m&m>Tm!&<DffimkKm j i-~r%-k<Dx&%, ±mimm^ 
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3. _h|EGPIT;x;*7— g&ff^CD55, CD5933£T$CD48fatbf<s;Z>%t£V)m$l&tlfcb 

4. _tfET=^;*h^£tGPITV#— I f'i^077^yKfe§, _hfEl 
fEiSt^Sc; 

* 

io. ±m^mmm^mnikmm^x^, ±m9mm^m; 

^^-C^tL^^-efe^JifBl ~ 10(DV >TtlwH^fB*!c<£>^1& ; 

12. ^^!BJIS^®CD3T^-^^lJ^^oJ:t^GPIT^— ® &®T^-^h$lJ^^ N 

^#:rt^f^tL^»-efe^-h?El~10(DV>-ftt^^ifE<!c»^Sx; 

13. JifEl-lOOl^^^fEiK^;^ 

14. ±fEi~io<Di^;h^^fBiK<^;^ 

15. JifEl-lOOl^^^fEic^^ 

16. g B^S^m, TWK¥— ^m*fc«#te^^^(D^P^fc«?^(Dfcfe 
_h|E15fE*gO|S^*i.^; 

17. HSPttT|ffl^(Z)^bM^*5 J: W^fc^jt^B^^-r^^J^^, 
CD52^(DGPIT^— ®a«^*j-r§tHb^^«^i:ft:^M-r^^&; 

18. GPIT^— ®6fC#\ CD55, CD59*Dj:t^CD48^^^#J: , 9^X$n^(D 
-Cfc^>. ±fE17fE*(D^£; 
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19. mnmmm<Dfttmm&£WttfemMi&m^&^%MM%. cd52 

20. GPIT^7— CD55, CD59*3 j;U ? CD48^^^^i(9ig^$ttf^(D 
-efc§, _hfB19fE^<D^)fe; 

21. m^AX^lJ^th^^^^^^L^^BJ^^, W^B^frTS 
CD52^^-<DGPIT^— ®fiW^MfiWOT^^h-efiJ^-r^'^^J:<9, MSP 

22. GPIT>#— I&f^\ CD55, CD59te£XfCD48faht£&ffi£Vm$R£frlfdb<D 

cd52^^(dgpit>-^— m e w&Wim & ©(^T^^h-efij^-r^r^^j:^ , ng& 

25. GPIT^#— gfifiJS, CD55, CD59*5 £TfiCD4Si>*b1££&£9m&£1Vf£.i><D 
-CfeS, _h|E24|E^<D^; 

26. _hfE24*fc«25fEtt®MSPttT|BJ^^0^i-^^^-efeoT, _hfBg&&Ui: 

27. CD52|U^(DGPIT^— 1 6f ©T^MrtM^iL-C^lftS^ HiS 

28. _L|EGPIT^#— Sfi®^T»(D^tt^^M^--r^cD-e^, _hfE27fE<c 
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(D~?hZ>, _hiE27iBft<£>^*Bj£#J; 

32. CD3T^-;xh£$tbi-'a-ti\ _hfE27?E«c(7)|S^m^; 

33. CD3T=f^h^CD3^i#:^{^(D^^^^h-efe§, _hfE32fBife(Z)|S^ 

34. feiCD3^:#:^tH^f*^«th^:#:-efe^, _hfB33fE«cO|S^M^;^6> 

35. g B^S^S, TWV^-^S^fc^W^SJS^^^I^^fc^m^^fci?) 

[0020] ^^Wi-J:^ CD59, CD55*5j:t) ? CD48^tf'GPIT^— S SS^bfcgiJ^lJ^ 

[0021] *l«#J»fI<D^^t<DS^fc3 0 ^B#WmiS2004-107494. 

2004-235272^-<DKIffl#*5j:tJ ? / / ^»|E|ffi^fE<!c$tb§rt^^'a-i-§o 

[0022] [mam, cDA^mmm^cm^iW-mWi^x^mm^'r^, ^:cd59^:#: 

[02]g|2te, CD4^ttT*0J!^(DfeT:CD3^:#:»^J;^iim^*f-r^, £tCD55£i#: 
[g|3]g|3^, CD4^ttT^^^feiCD3^:#:M^J:§ii^t^^fi-§, ^CD48^:#: 
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[0023] #mmt£, GPlTl/Jj—m&MtDT^-XhKX^ IittT«O^WS 

[0024] ^C^|0#^*5V ^ GPIT^tV— ® SC <£>T=fe*h£E\ GPIT^— 9 M^B 

<D£:Jo«9, GPIT>#— ISKt 200a^^_h^m$tbT*D«9, ^r<D^-e^, ^r^-C 
«Thy-l % Ly-O^LFQa^ th-CJ3:CD52, CD55, CD59, CD73, CD48*5J:I^ 

by55/cdi6o^^^ Tiii&jii^sL, mm^^mt^m^xx^^t^m^ 

tb^GPIT^— Ifift*oUi<^ tht-IMbTfflV^§^^^ N CD55, CD59, 
CD73, CD48*5j:tJ?BY55/CD160^W*bV^^ ZLtlhKm££*bZ)h<DX\±t£X \ 

mm^(DWkte£Tf/titcfemm^Tmmbvx(D!&^&^ 

V^^fti£2L#3o GH7y*- IQfOT^hft, GPIT^— MSJfCT 
^^h^^a-a-r^o ^^^te, GPIT^— ®6fC^LT«ftv^v^M 

^b#^t><D-e$>fb«\ gpit^— S 6fC<Dv^f ticom^mMi-^^xh^x 

0tRfi£, CD55, CD59^>fti-^^L#:, ~§ifcteCDmcMirZ>#ifch, GPIT^ 
[0025] K^mir^m^ '^/VijiW-^k.U^/^n— *t/VtfiW.(DX ^-ffi 
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389-406, Mj£4k¥mA}0m)K£V)MM:-t%z.kft*smx*3bz> o ^mm^mmm^ 

rfT|S$ttT*D*9, ffilZ-l-£, Serotec^t^^rfT|g$tL-CV^§MEM-43fe ! LCD59fe ! L#: N Wako 
%tfabrfi$fc£frlX\ ^§^lCD55^l#:1C6^ci— it^Serotec|±^)^ rff|g$tbTV ^ 

^^thfel#:^0^i-§^^(^!|^L^Tomizuka et al., 2000. Proc. Natl. Acad. Sci. 
USA, 97:722) £H£fflLT, tMft#:£I&#U ^r(D^:#:^^0^^ffl-r§'^ bJ 

[0026] ^mm^mi^^^X^ CD3*3J;U?GPIT^— IfifMt5M»l^ 
L-T, CD3T^— ^ht^Px.-CGPIT^— S S®(DT^— ^h^rftffi^^i^iC J:<9 

i-r^, gpit^— m&nmmwttmirZ)Z_b&&z>o ^mmmz.3o\s^xcD3T=f 

^&#LCD3#Lf;K ^!l^L^OKT3(ATCC CRL-8001) , UCHT1 (B. D. PharMingen) , 
HIT3a(B. D. PharMingen) &mf htb%> 0 Wz., (DTmfMttW^&fclZ.Mir&T 
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felM^^ft:Vbeta6.7^^J-i-§^T:#:-efe^OT145(Posnett et si., 1986, Proc. Natl. 
Acad. Sci. USA.,83(20):7888-92)^if^#tf btl% 0 Rr^ttOHLA^^feSV ^ 

[0027] _h^(D^^o«9, CD3^PITV*— Sfi©^#iOWaH"5^^^J;oTil«i*tT»l 



[0028] ^c.«0J^J;o-cffi#t$^, 



[0029] *mm<Dmmffij$tvon. m^^mxMM^n^ 0 -rtet>*>t$w&bMLkffs& 
isthzm^comm, m%-ft&fc. pHmmm. ^mtnu mnmrn^mui^tLmm 

h\cm&tl^iy<DXm^\ ^f*. GPIT^— Sa«(DT=f^h{M*g^( 

nmf$vx®im£tL%h<Dx&<>xh£\\ ±mmM<DU^-nmt^xn, mm, # 



'nm\-^mnn^. 



[0030] _h|B|S^m^^i(D^^fe^oJ;^^*f*. IfrlSlJ*^, Blflc*t»©ja©l!:*3 
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PS!#"ett, J^A^LT, 1 B^J0.01mg~1000mg-e$)«9, ^l£>£rlllk *fcf*$cia 
^^it-C^^-1-^^^-e^ o ^ N ^|P^«, lm^jO.Olmg—lOOOmg^ 

, *#:^{-«, &m&&j&&. -rttfrib&mKttmiim (gvhd) ^tci^m.^m 

[0032] #38 93 (C*5V vt, ±fBf^^c^^^^^^i-?)S#*A^L< ^SiJ(Dth^)^ 

W£Mixmz>z.b&*smx&z> 0 

XKmM^flX^^o *fc. $L&M%&<DlMX$b%Mty:m8& (dendritic cell) fcA&ft 
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%m&ML, B#(Dfofo\ZMlTfflfaW&ftf2flX\^<M. Jefford, et al., The 
Lancet Oncology, 2: 343-353, June, 2001) 0 ^IX^fcfe^&HJf&^GPIT^—g 

<4>%^^tf(ex vivo)<Djfm^ mmm$z<Dmiz.&x ^xm^titcmw&k&mg 
[0036] tsbi^ *mmte. mmmmm^^mm^xw^tci-immi&mm^^ir^ 

&Qs&x?V——>?'irZ>^bb&-$irZ 0 ^X\ GPIT^— seSJWSfcfS^tt, 

[0037] ^MIl:^CD59^ai|^M^^gB#,T^I^(DM^ 

[0038] y*u—h^(Dffiw.(Dmffiikfeyk<D£yKn^>fc 0 ±m^}V>-mmmm (pbs) *px 

100 ng/mK^Mbf'^LCDS^Lf^CORTHOCLONE OKT3, Ortho Biotech) ^48-well 
TV— MCostar) fcft&LX4X;X2m?$'(>3r^— hbT, fl^tf^TV— M^H 
^W^\JtzM, 30Mg/ml PBS<Z)£iCD59#l{£(MEM-43, Serotec)"C, £ib^_hfB£l*USI 
^HtB^LfCo ^glfc.^^^l'A^^^^T^jfiLa^Ficoll-Paque Plus( 
Amersham Pharmacia) ^ffl V ^Tt^Ji^-fellEjS'i^ife^ i^^^f CD4|^ttTl«te, 
^tlil^-^te^MACS CD4+ T Cell Isolation Kit(Miltenyi Biotec) ^fflV^Tf^ 
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CD4B§t£T>NllJ&&£\ 10% FCS£15 mMcDHEPES^s^x^- &WMVt£RPMl 1640J$ifi 
10 5 cells/well^§J:5^#®b, CO ^^^^<— ^-e37°C/5% CO WMTfcX 

2 2 

h(Costar)^l x 10 6 cells/well^^§ Jl^dMU 4 0 r^fl-J^T-e^U-Co ZtliZ. 

xQMmxikikftmkftZo mum?, ucD^wmmmmmb^xnu 

[0039] WtfWT3>*fe>f fii2fc0>J;5 fc^Tofco 96-wellUi&^W— h (ICN) CD4&§ttHttl 
x 10 5 ceUs/wellSrXUflgJH- (5,000 rads) bfc^tIife^-^^4 x 10 5 cells/well^* 
®U tfcCD3jfc#«rftj|ll»&25 ng/mli:Jfc5«t5fJ:^*BL-C3 0 Hi#^Ufc 0 i<D£# 
, MSP»iBJ^^P^^^ofc^mP^fiPttT*fflJ^^bTXaTO(5,000 rads)Lfc 
^CD59^#:IiJi£iJ#«£:l~2xl0 5 cells/well-C^lPLfcP^-C. [ 3 H]^^5H9j^ 
^^bfebT«]f|jlJ^tt^!¥ttbfc 0 [ 3 H]^v?>»iA^te, i#j£3 0 S {310.2 
Ci/weUOfHj^^^^UTSI^raiftlCjlWJiaSrlHlJDlb. lBIS^^(9iA^tbfc[ 3 H] 
^-^/(D^^h^— h (PerkinElmer) T?iHJ£t"5££fcJ:9fHlffUfco 1 

[0040] mii^^tcX^ tfiCD59tfifoMfflfflLmB&te, ^CD3^i#:$lJ#^J;6CD4^ttT 

CD59^#:giJfljmi-J;t)|^IPm^J}S^^$^r^^^^d^^o/c 0 



[0041] mmm ; a£D55^g!ii!m^MiBi£rMteM^ 



[0042] waiJT5/-fe-r{i^jfe^ii^iE«(D^&-eiiifeLfc 0 fcfcu ^ 

CD59^C#:^^«9^CD55^T:#:(^n— ^1C6, Wako)^fflV^c Q ^-C^fflL/dji: 
CD55^f*{im$lJ^^i£< N f^fij^^j;oT«-^(D^ISb^^tt^U#^^^o 
fcfctf), FACS Vantage SE (Becton Dickinson)^fflV^CD25<D|g?| i ^gf^L-C, 
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Miotic 

[0043] ^^j^t^^>fbjjwj^©^iitt^©a:5^iijfeb^ mmmncmm^m 

*U 3 0 S \cm%&&mi\Z' : ft.fr&. 2%g BilJt&iO^ mM EDTA-g^yv^^ 
X^4^WTCfJ|f^CD25^#:(BD Pharmingen) ^^PbT, 4°C-e30^^KJ^$ 

1*2 mM EDTA^#y^^/^^T— t^^^b^o 1%<D7-AAD solution (BD 
Pharmingen) ^^PbT, ^ElfflJi&^lfe'feU 7-AAD^tt<D^7(M<D5^CD25-FITC 
H§ttS¥<t#G§ttl¥£^FACS Vantage SE (Becton Dickinson) KXftM • [hURL/Co [U 
l&lgl <D CD25 littlttS^ CD25 G§tt*£l^JI ^U^S f*94% ^ _h-Cfeo fc Q ^ ^ 
#1 

[0044] 02^Uc:J;5^ ^CD55fei:#:IiJ$iJ#^it^0J!S(Z)5^, CD25|^tt^#^tt 



mmz.£z>cDmv£T%sij&<7)Mn$:. w^m\MmkKm^xmu\j-z. 0 ^:cd55 
[0045] mm<m ■. msmtt&mmmz&smmmmmmM 



[0046] ummmm^mm, wmT^4femmmiKmm^mxmiMi.fc. 0 tctcu u 

CD59^i#:<Dftfc»9 ^^tCD48^i:#: (^n— ^MEM102, Serotec) ^fflV \fc 
[0047] El3^Uc:J;5^ ^CD48^#:giJ$iJ^J^^CD4^ttT|fflJ^cD^LCD3^L#:fiJ| 

[0048] ;£l»#^lfflLfc^T<DTiJfm ^fFfeiWfFmM^^M^^irbT^: 

w m m k t <o Ati&h (d t-r % a 
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m^mm 

[i] ^^m^mm ^#^-t§cd52 w^<dgpit^— m a jc^> t» a ic<dt^ 

[3] _hfBGPIT^7— M&®^CD55, CD59*3j:I^CD48^^^^j: ( 93l^ttf't(D 

lfBSc^fe, 

[5] ^GPIT^-geR^L^^tHb^i^fc^thfet^-efe^, ft^il4|B*(D^& 

o 

[7] CDST^-^h^^CDS^L^fcfi^r^^^^^h-efe^, ft ^3g6fB«cO^& 0 

[8] feiCD3^i#:^th^feT:f*^c:^th^Lft:-e^, ft^lR7fB*(^^?io 

[10] _hfB^^lHJi^^^lJk^W-efc^, ft^il9fB«<Z)^m o 

[ii] ^mn^(DCD3T^^wm^xxiGPiT^-~ m&MT^^wm^, ^ 

f^^f^tt§t>(D^^ff^IIl~10(DV^tt^^l^fB«c(^^feo 
[12] &mn^<DCD3T^XbMWLte£XfGPlTl/%— m^Tdt^WlWc^, ^ 

f*ft^m?tt3^<^fc3!t^ll^ 
[13] ft*Cgi~iO(DV^;h^lIlfB*cO^ 
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[i7] mmmmm(D^imm^w^.fcnmmi&m^^i-^mmtf^, cd52 

[18] GPIT^— m. &ff CD55, CD5943 it^CD48^^^5¥J; i 93l^tLytt(D-e 

[19] mmmmmco^mm^xw^tcnmmi&m^^i-^mm^. cd52j^ 

[20] GPIT^7— M CD55, CD59*Dj;I^CD48^^/ c e^j;t93l^tb^(D-e 

If ^Jfil9fEft(D^ 0 

[22] GPIT^— m &ff#\ CD55, CD59&£XfCD48fab?j:&&£Vm$R&frbfdibCDX 

cd52^(dgpit^— m&w&tMm&w<DT=f^hxmwti-&z-bK£<9, mw 

[25] GP\T>Jj— m &&7bK CD55, CD59*5 £XfCD48frht£&M£VMtJl&frlfdbCDX 
[26] f*^il24*fc«25fE<cOMfiRttT^^«^«^m-e^oT, _hfE«Lfc 
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